We herein report the case of a 47-year-old female with the colony-stimulating factor 1 receptor (CSF1R) mutation p.G589R, which is related to hereditary leukoencephalopathy with axonal spheroid (HDLS). The patient presented with an early-onset cognitive decline and progressive aphasia. Brain magnetic resonance imaging revealed HDLS-related alterations. In addition, brain computed tomography revealed interspersed spotty calcifications in the frontal and parietal subcortical white matter, while a characteristic "stepping stone" appearance was observed in the frontal pericallosal regions. Our findings emphasize the importance of calcification appearances in establishing an HDLS diagnosis and in screening for CSF1R mutations.
Introduction
Hereditary diffuse leukoencephalopathy with spheroids (HDLS) is an autosomal dominant disease characterized by progressive cognitive and behavioral dysfunctions. Typically, HDLS is characterized by the following neuropathological features: (i) microscopic axonal swellings or "spheroids," (ii) pigmented macrophages in the axons and myelin in areas of white matter loss, and (iii) diffuse degenerative changes in the cerebral white matter and the corpus callosum. It is well established that HDLS is caused by mutations in the colonystimulating factor 1 receptor (CSF1R) gene (OMIM# 164770) located at 5q32 (1) (2) (3) . The disease onset typically occurs in the fourth or fifth decade of life and is followed within a few years by a progressive cognitive decline, behavioral changes, and/or Parkinsonism (4).
Many reports have described Japanese patients with cognitive decline related to CSF1R mutations (5) (6) (7) (8) (9) (10) (11) (12) . The detection of brain calcification with a "stepping stone" appearance in the frontal pericallosal regions using computer tomography (CT) has been recently reported as a useful approach for an HDLS diagnosis (13) . Calcification in the white matter is commonly observed in patients with CSF1R mutations (4). We experienced a case of a 47-year-old woman harboring a mutation in CSF1R, namely, the c.1765G>Ap.589R mutation. The patient presented with progressive aphasia and distinctive brain magnetic resonance imaging (MRI) manifestations. Given these findings, we advocate the importance of neuroimaging in validating the decision to perform genetic tests in patients with an early onset of cognitive decline.
Intern Med 56: 2507-2512, 2017 DOI: 10.2169/internalmedicine.8462-16 2508 30 on the Mini-Mental State Examination and 19/30 on the revised Hasegawa's Dementia Scale. Her speech was nonfluent, unclear, and sometimes presented with a rushed quality. The number of spoken words was extremely low, although her comprehension of words was intact. There were no remarkable findings on blood or cerebrospinal fluid examinations.
Brain MRI revealed hyperintensities in the deep white mater, severe cortical atrophy with frontal predominance, and progressive thinness in the corpus callosum (Figure a and b) . Brain CT revealed diffuse spotty calcification in subcortical areas and a "stepping stone" appearance on the left side of the frontal pericallosal regions (Figure c and d) . Single-photon emission computerized tomography (SPECT) with N-isopropyl-p-[
123 I] iodoamphetamine indicated bilateral hypoperfusion in the frontal and parietal lobes, dominantly on the right side, and the cingulate gyrus. We therefore clinically diagnosed the patient with HDLS and subsequently performed a genetic screening test for CSF 1R mutations. Prior to the gene analysis, we obtained written informed consent from the patient and her family members.
The DNA was extracted from the peripheral blood and sequenced in accordance with the Sanger method using the BigDye Terminator v1.1 Cycle Sequencing Kit and a 3130 Genetic Analyzer (Life Technologies, Foster City, USA). All coding exons and exon-intron boundaries (exons 1 to 22) in the CSF1R gene were screened. Sequences and polymerase chain reaction (PCR) conditions have been described previously (2). The genotyping results indicated a heterozygous mutation, c.1765G>A, p.G589R, in exon 13 of CSF1R (Figure e) . This result matched the reference gene in GenBank (NM_005211) and has been recently reported as a pathogenic mutation in HDLS (4) . Based on these results, we confirmed our diagnosis of HDLS.
A gene database analysis using Mutation Taster (http:// www.mutationtaster.org/) indicated this mutation as "diseasecausing." Polymorphism Phenotyping v2 (PolyPhen-2; http:// genetics.bwh.harvard.edu/pph2/) and a Sorting Intolerant From Tolerant (SIFT; http://sift.jcvi.org/) algorithm further confirmed the mutation as "damaging" (HumDiv, 1.000 and HumVar, 1.000). SIFT indicated p.G589R to be deleterious. It is worth noting that the p.G589R mutation was not listed in the Exome Aggregation Consortium (ExAC; http://exac. broadinstitute.org/). In addition, p.G589 is evolutionarily conserved, as indicated by the National Center for Biotechnology Information HomoloGene (www.ncbi.nlm.nih.gov/ pubmed) (Figure f) . We therefore concluded that p.G589R was a pathogenic mutation.
Discussion
We herein report the case of a patient who initially presented with motor aphasia combined with specific findings of diffuse and spotty calcification on brain computed tomography (CT) scans and characteristic brain MRI findings indicative of HDLS. In this case, the interspersed spotty calcification was a critical key to establishing the differential diagnosis. Indeed, HDLS may easily be misdiagnosed as early-onset Alzheimer's disease, frontotemporal dementia, or atypical parkinsonism.
Spotty calcification on the brain CT scans has been suggested as a characteristic finding in patients with HDLS (4, 13). Table 1 summarizes previous reports describing patients confirmed with CSF1R mutations and brain calcification detected on CT scans (5, 6, (12) (13) (14) (15) . Spotty calcification was primarily observed in the frontal subcortical white matter in all summarized patients (100%, 17/17) and secondarily in the parietal subcortical white matter (41.2%, 7/17). However, calcification was not commonly detected in the basal ganglia or cerebellum. Although it has not been referred to in many previous reports, a "stepping stone" appearance in the frontal pericallosal regions was additionally observed in our patient. Further studies are needed to verify the prevalence and specificity of this "stepping stone" appearance in the diagnosis of HDLS with CSF1R mutation. Konno et al. (4) previously reported cognitive decline in all of their patients with CSF1R mutations (100%, 17/17), combined with prevalent personality and behavioral changes (64.7%), Parkinsonism (52.9%), and pyramidal signs (70.6%). In contrast, depression and seizure were rarer symptoms.
The neuroimaging results in our patient are similar to those reported in patients with Nasu-Hakola disease, which is characterized by systemic bone cysts and early-onset progressive cognitive decline with leukoencephalopathy. NasuHakola disease is caused by loss-of-function mutations in the DNAX-activating protein of the 12-kDa triggering receptor expressed on myeloid cells (DAP12-TREM2) protein complex (16). Brain CT findings in patients with NasuHakola disease also show multiple calcifications in the basal ganglia (17) . Furthermore, multiple cystic bone lesions are caused by osteoclast cytoskeletal reorganization due to the aberrant DAP12 cascade, which is related to CSF1R signaling (18) . Nasu-Hakola disease and HDLS may share common pathomechanisms related to brain calcification, at least in part.
In our patient, progressive non-fluent aphasia was the initial symptom. However, HDLS leads to various clinical phenotypes and prognoses (19) . Personality and behavioral changes are usually the common initial symptoms in HDLS. To our knowledge, only three cases with CSF1R mutations have been reported to exhibit difficulties in expressing words or impaired verbal fluency as the initial symptom [ (20) (21) (22) ; (Table 2) ]. In all HDLS patients, aphasia has been categorized as motor aphasia. Lee et al. have reported the presence of diffuse hypometabolism in the frontal and parietal areas using PET, or frontotemporal or frontoparietal hypoperfusion using 99-Tc-ethyl cysteinate dimer (99mTc-ECD) single-photon emission CT (3, 23, 24) . Patients with CSF1R mutations may, therefore, predominantly demonstrate functional decline in the frontal lobe, which is in line with a previous finding (4) . Further studies are needed to assess the relationship between verbal symptoms and frontal lobe dysfunction in patients with CSF1R mutations.
In conclusion, we herein described a patient with earlyonset cognitive decline and a CSF1R mutation who initially presented with aphasia. Interspersed calcification in the frontal subcortical white matter is a decisive finding in making a diagnosis for HDLS and subjecting patients to genetic testing for CSF1R mutations.
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